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Docket # O0D-1306, Comments on the Draft Guidance on Content &
Format of the Adverse Reactions Section of Labeling for Human
Prescription Drugs & Biologics

Dear Sir/Madame,

Per the June 21, 2000 Federal Register Notice, Boehringer Ingelheim
Pharmaceuticals, Inc. is now submitting comments to Draft Guidance on
Content & Format of the Adverse Reactions Section of Labeling for Human
Prescription Drugs & Biologics. We believe that this labeling guidance on
Adverse Reactions is helpful to the industry and supports the ICH and CIOMS
international initiatives for appropriate dissemination of safety data. BIPI’s
underlying philosophical principle regarding labeling is consistent with the
Agency’s approach, which could be summarized as evidence-based worldwide
consistent labeling of adverse reactions, with obvious recognition of the
importance of scientific data reviews from the public health perspective.

From the scientific perspective and particularly in line with ICH/CIOMS
activities, BIPI requests that this guidance provide additional FDA insight into
the assessment of adverse events (AEs) and the potential standards and criteria
to characterize an AE as an adverse reaction (AR) and when to include itin a
company’s core data sheets. The FDA language is loosely written and contains
internal inconsistencies that could create variation of US labeling both from the
scientific assessment of the available data and company’s core data sheet listing
of ARs. It appears that the only valid approach is that all ARs are appropriately
included in the package insert (PI). All AEs are evaluated based on the
available information and judged by the company in conjunction with review
and discussion with FDA for appropriate inclusion in the label. Inclusion in the
PI should be scientifically driven with an obvious eye to the public health.
Companies should have the right to exclude “events” (not “reactions”) clearly
not related to the drug which may show an increase in the number reported
when compared to placebo but which do not represent a serious event with no
pharmacological connection, similar to this guidance’s section on less common
AEs. Specifically, this comment does not relate to the recommended handling
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of “less common events”, but rather addresses adverse events when rélatively
higher incidences that are judged not clinically important or drug related.

BIPI also proposes that the Agency strive toward more consistency with the
newly revised European AE section labeling (European Commission “ A
guideline on Summary of Product Characteristics” December 1999).

Finally, we also propose that this guidance mention adverse events that occur
following withdrawal of drug when they are relevant, when there is a distinct
relationship, and when it is specific to withdrawal symptomatology.

Best regards,

BL Zf
Tacy?’/adz

Sr. Associate Director
DRA Product Labeling



1.‘ru';lv,,ft #O0D 1306, Comments on f

Section of },a}»elin;
Iy FadEx
COSA Airball G 8221 1404 3708
1 From This portion can be removed for Recipient's records. 4% Express Package Service Packages up to 150 ibs. "
Delivery commitment may be later in some areas. '
Date q [ 20 Z [3]¢] FedEx Tracking Number a2l LBE 43708 A\ JedEx Priority Overnight [ 7] FedEx Standard Overnight [ ] FedEx First Overnight

RECIPIENT: PEEL HERE

ill b billed.

Xt BUSINess morming Next business sfernoon Earliest next business marning
dafivery to select locations I
Sender’s !fk
oyt B e B S ) .. - 6 :
Name Tacy Yack Phone =3 TRE-AB38 (7 Fedix 20yt ] FedEx Express Saver* Qo
Second business day " Third business day * #odEx Envelope/Letrer Rate nol available
Minimum charge: One-pound rate &’ *
7 el TR MR C8 8 Expre: i i : -
Compery BOEHR INGER INGELHEIM £HARM 4b Express Freight Service I .. bt T
FedEx 1Day Freight” [} FedEx 2Day Freight | Fedix 3Day Freight Q {
- e p ~ - <~ Next business day -— Serond business day -+ Third business day
adress FOO RIDGERUHY Ri + Cal o Confimation o o T
Dlopt/Floce/Sui
) Packaging * Declared vaiue it 5500 i
Y
. ¥ T Y o I L ST - ; ; i
QEY_E'_:'Q_G}:{Q}E’:E State  ~ ¢ gIp WEND S o« A\l FedEx Envelope/Letter* 7] FedEx Pak* {1 other Pig.
e .
2 Your intemal Billing Reference - - - i
6216 6 Special Handling [ inchude Fodtxaddross o Section . - ‘
3T SATURDAY Defivery  — SUNDAYDelivery -~ HOLD Wagkday | HOLD Saturday £3
Recipients Availstie tor FadEx Priorty vt o FegEc ey __ at FedEx Location [ &t FedEx Location A ]
N D! Ovarnight and FedEx 20ay Overmight to select ZIP codes Not available with Avarabie tor FedEx Priory i
Name__ e . Phone 1 seict ZIP codes FadEx First Qvernight ()vmrlgh} 2nd FedEx 20ay v
— T T T T . . . 1 sefect focations |
Dockets Management Branch (HFA-305) - Does tis shipment contain dangerous goods! - t
1 Y D
Company FOOd and nrug Ad@_i&i&tlﬁtion D Ne D Xs,fmmcm [ Srﬁuspsfsnu:;\aminn D nr:YcL(,:fuu 1845 . —x — K
Shipper's (lectaration nat required 1 .
Dangeraus Goods cannot be shipped n FedEx packoging i__. Cargo Aircraft Only
address 5630 Fisghers Lane Payment Bill to: T\ Obtaw Recip.
To "HOLD" ulFedExlocauon,privadEx;!‘dressv We cannat deliver to P.0. boxes or P.0. 2IF codes. vy s EmmthxAmm.mCmdkaﬂNn,hlyw Ty LA:CLND' \.; 1 ‘
Sender ] Recipient [JthirdParty [ ] CreditCard  _ Cash/Check L
cet No.n Saction

Room 1061

Dept/Foor/Suite/Room

city Rockville o sae MD zp 20852 " Totol Packages

i
4

it ¢ S - {

- LS z d SO :
o R vy ‘ L

e | \ i

R DMLY v \ o : { 3

8221 L4O4 3708 GGt 4

: 10ur liabifity s limitad to $100 unless you declare s higher vaiue See the FadEx Service Guide for detalls I ‘l }

8 Release Signature  siun i suthorizs detwery witbout omainmg sgnarure £ §

;

By signing you authorize us to deliver this shipment without obtaining a signature @ '{

and agree to indemnify and hold us hammlass from anY resulting claims, L{ D E g ) H

£33 N0 514,747  Questions? Call 1°800-Go-FedEx' {B00-463-3339) £y

] 2 SR ISR visit our Web site at www.fedax.co) g

i

HM
988 &30a ey Date H0QePac 41553: 2681 934-2008 Feokx SPRINTED N L S.A

e et e e Pt e s e S e i g B e o e e ST L .-



